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SUBJECT: Notification of Toxicity Results Which May be
Considered Reportable Under TSCA 8(e)

95:L

Dear Ms. Smith: COMPANY SANITIZED

Our company is currently developing a new insecticide at our Headquarters in Europe.
This experimental compound is a soil insecticide which will be developed for use in
corn and turf. It is presently used in very small quantities here in the U.S. for
laboratory and field testing. We just received a summary of acute and subchronic
toxicology information. It has an acute oral LDg, rate of 20 mg/kg and produces
clinical signs of neurological effects (e.g. hyperactivity, tremors, twitches and ataxia)
in rats, mice and dogs following subchronic dietary administration. A copy of the

toxicity summary is attached. Given this information, we are reporting these
preliminary findings under TSCA 8(e).

Since this insecticide is still at its early stage of development, only small quantities are
handled with particular precautions.

If you have any questions concerning this submission, please do not hesitate to
contact me directly.

Sincerely,

BV

Bert Volger
Regulatory Affairs

attachments
MWV

L

BV:gdi:Smithtox

AgrEvo USA Company
Little Falls Centre One, 2711 Centerville Road, Wilmington, DE 19808, Telephone: (302) 892-3000, Fax: (302) 892-3013
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SANITIZED ATTACHMENT

TOXICOLOGY

-

SUBMISSION TO THE UNITED STATES EPA ON PROPOSALS FOR APPROPRIATE
DOSE LEVELS FOR CHRONIC TOXICOLOGY IN RATS, MICE AND DOGS BASED
ON PRECEDING SUB-CHRONIC, RANGE-FINDING AND REPEAT DOSE STUDIES
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: PROPOSED DOSE L FOR IC TOXICITY AND CARCINOGENICITY
STUDIES
1 SUMMARY

B i 2 QRN orinarily intended for use on corn

root worm in the USA.

The compound has been evaluated in acute, subacute and 90-day repeat
dose studies in rats, dogs and mice.

WIS shows 2 WA orofile with a high acute oral
toxicity value and very low dermal value. Sealme was not
irritating to the skin or eye of rabbits and is not a sensitiser in

guinea pigs.

Clinical signs, tremoxs, twitches, hyper-reactivity and/or death, are
dose limiting in all species, with a steep dose response curve
complicating the choice of the MID in each species. Individual
animal variation in sensitivity is seen. In the rat 28 day study 2
females dosed at 90 ppm died and in the 30 day study one female dosed
at 100 ppm died of treatment-related effects, whereas other animals
which showed lesser effects survived. Similarly in mice dosed at 480
ppm one female died. This probably reflects the known absorption
variability with this class of compound.

We believe our proposals tread a fair balance in striking the MTD for
a compound with such a steep dose response curve.

Qur proposals are as follows :-

Species ‘
Rat Mouse Dog
Dose ppm | (mg/kg)* | ppm | (mg/kg)* ppm (mg/kg) *
High 100 (5) 300 (30) 220 (7.3)
Intermediate 20 (1) 30 (3) 36 (1.2)
Low 4 (0.2) 3 (0.3) 6 (0.2)
w—— se—r e

* Predicted achieved dose level of mg SIS kg body weight/day ove
the dosing period. ‘

The basis for this selection is shown in Section 2.
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INTRODUCTION

W (s 2 eI insecticide intended for use on

corn root worm and for white grubs in turf in the USA and in Eurcpe
as a soil insecticide.

This document presents the rationale with summary data to support the
doge levels proposed for the combined chronic toxicity and
oncogenicity study in the rat, the oncogenicity study in the mouse
and the chronic toxicity study in the dog on this novel ingecticide.
TOXICOLOGY

Acutes toxicity

Gy vas of high acute oral and very low acute dermal toxicity to
rodents. It was not irritant to rabbit skin or eye and was not a
sensitiser in the guinea pig (Magnusson & Kligman test)..

Table 1

Summary of acute toxicity and classification

-
T- LDyo ma/kg (with Classification
95% confidence
M‘ i s.x l i”" ts’ cem EPA
e
. Labelling Toxie
oral Rat Combined 20 (11-29) with risk category |
phrase R28
Dermal Rat Combined >2000 Labelling not Toxic
indicated category 111
skin irritancy Rabbit F Negative Labetling not Toxic
indicated category IV
Eye irritancy Rabbit F Negative Labelling not Toxic
indicated category [!(
skin Guines F Negative Labelling not -
sengitisation pig indicated
= e

Subchronic toxicity

The subchronic toxicity of SEED has been assessed in the rat,
mouse and dog. Summaries of the findings for each of the studies

conducted in these species are presented below.

The studies are presented in chronological sequence, certain studies
having had to be repeated to more clearly define tolerated dose
levels and dose response. N
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Rat 28-day range-finding study (Appendix 1)

Groups of six male and six female CRL:CD(SD)BR rats received (UENNA
by dietary administration at levels of 0, 10, 30, 90 or 150 ppm for
four weeks. The achieved intakes were 1.0/1.0, 2.9/2.8, 9.0/8.2 and
15.0/- in males/females respectively at each of 10, 30, 90 and 150

ppm.

At 150 ppm, all females were killed prematurely or found dead within
3 days of treatment. Increased sensitivity to noise, tremors,
startling and/or clonic contractiona were noted at this dose level.
Chromorhinorrhea was also noted in some females. Slightly reduced
body weight gain, in line with slightly reduced food consumption
during the first week of treatment was noted.

At 90 ppm, 2 females were found dead after 20 days of treatment, scme
females also showed increased sensitivity to noise. A very slight
palatability affect was noted at both 90 and 30 ppm.

No other significant findings were detected and the no adverse effect
level was considered to be 30 ppm.

Rat 14 day range-finding study (Appendix 2)

Groups of five male and five female CRL:CD(SD)BR rats were treated
with QU in the diet for 14 consecutive days. Males received
concentraticns of 0, 110 and 220 ppm (equivalent to 13.7 and 29.1
mg/kg/day respectively) and females received concentrations of 0 and
60 ppm. (aquivalent to 7.8 mg/kg/day) .

At 220 ppm, hyper-reactive behaviour was seen in all males between
days 2 and 15, with tremors and/or twitches observed in all animals
from days 2 to 4. Body weight gain was reduced by 8% in males
compared to controls during the first week of the study.

At 110 ppm, hyper-reactive behaviour was seen in all males between
days 2 and 7. Body weight gain was reduced by 6% in males compared
to controls over the course of the study.

At 60 ppm, all females exhibited hyper-reactive behaviour on day 2
and between days 13 and 15. At 60 ppm, body weight gain was reduced
by 14% in females compared to controls during the first week, and by
6% over the course of the study.

There was no apparent effact of treatment on food consumption at any
dose lavel.

There was no apparent effect on the palatability of the test material
to rats at dose levels up to 220 ppm for males and 60 ppm for
females. '




§ AgrEvo

A company of Hoechst and Schering Page 6 (23)

3.2.

Dose levels of between 110 and 220 ppm (equivalent to 13.7 to 29.1
mg/kg/day) for males and 60 ppm (equivalent to 7.8 mg/kg/day) for
females appeared to approximate to the maximum tolerated dose (MTD)
at this duration of dosing, based on reduced body weight gain.

Rat 30-day repeat dose study (Appendix 3)

Groups of 10 male and 10 female CRL:CD(SD)BR rats were fed diet
containing 0, 8, 25, 50 or 100 ppm (equivalent to 0, 0.6, 1.9, 3.9 or
7.5 mg/kg/day respectively) for 13 weeks. A further 10 males and 10
females (regression animals), were fed either 0, S50 or 100 ppm for 13
weeks, and were then maintained on control diet for 4 weeks to
examine the reversibility of any effects seen.

At 100 ppm, one female rat died during week 5 after exhibiting signs
of severe hyper-reactivity and twitches. Intermittent hyper-reactive
behavicour was seen in all other females. Body weight gain was
reduced in males (by 11% compared to controls) after 4 weeks of
treatment and in females (by 17%) during week 1. There was an
apparent reduction in water consumption by up to 25% in both males
and females. Liver weights relative to body weights were
statistically significantly increased (by 10% compared to controls)
in female rats. The number of renal tubular cytoplasmic inclusions
was increased in males only. All effects of treatment were found to
be reversible following 4 weeks off-dose.

At 50 ppm, body weight gain was reduced in males by 7% compared to
controls over the course of the study.

No treatment-related effects were seen at 8 or 25 ppm.

The no observed effect level (NOEL) for the combined sexes was
25 ppm, equivalent to a daily intake cf 1.9 mg/kg/day.

S0 ppm, equivalent to a daily intake of 3.9 mg/kg/day, was considered
to be the no cbserved adverse effect level (NOAEL).

Mouse 19-day range-finding study (first study) (Appendix 4)

Dose levels of 0, 10, 30, 90 or 120 ppm were administered to groups
of six male and six female CRL:CD-1(ICR)BR mice for four weeks. The
achieved intakes in males/females were 2.0/2.6, 5.9/8.3, 16.7/24.0
and 23.9/32.9 for males and females respectively.

There was no effect on body weight and food consumption. No
treatmsnt-related findings were identified in haematology or organ
weights and the macroscopic/microscopic findings were those commonly
recorded in this species and weres not treatment-related.

The no effect level was at least 120 ppm.
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3

.2.

.2.

.2.

Mouse 28-day range-finding study (second study) {Appendix 5)

Two groups of 6 male and 6 female CRL:CD-1(ICR)BR mice received ap
Yl by dietary admixture, a similar sized control group received
untreated diet. The study was extended by 4 weeks over the
originally planned 4 week dosing period.

In the first treated group, males and females received 240 ppm for 4
weeks and then 720 ppm for the remaining 4 weeks.

In the second treated group, males received 480 ppm for the first 4
weeks and then 960 ppm for the remaining 4 weeks; females received
480 ppm throughout the 8 week treatment period.

The achieved test material intakes at each of 240, 480, 720, 960 ppm
(males only) were 47.7/73.4, 88.1/111.9, 125.4/164.7, 155/0 mg/kg/day
in males/females respectively.

Cne male was found dead at 960 ppm, four females at 720 ppm were
found dead or killed ip extremis and one female at 430 ppm was found
dead.

Tremors were noted in males when treated at 960 ppm. Tremors,
startling, and dyspncea were noted in females when treated at
720 ppm. Reduced body weight gain was detected in males at 720 ppm
and body weight loss in males whilat at 960 ppm. Increased liver
weights and slight to moderate hepatocyte hypertrophy were seen in
all animals.

Mouse l4-day range-finding study (Appendix 6)

Groups of five male and five female CRL:CD-1(ICR)BR mice were treated
with SR in the diet for 14 consecutive days at concentrations
of 0 and 400 ppm (equivalent to 86 and 105 mg/kg/day for males and
females respectively).

At 400 ppm, trsmors were seen in a single male on day 2 and slightly
increased activity in ocne female on day 11 only. Body weight gain
was increased in both males (by 16%) and females (by 33%) compared to
control animals. Food consumption was generally increased in treated
males (by 3%) and females (by 11%) compared to their respective
controls. This did not appear to be due to any increased scatter in
treated groups.

Thers was no effect on the palatability of the test material to mice
at 400 ppm (equivalent to 96 mg/kg/day for males and females
combined) .

Mouse 90-day repeat dose study (Appendix 7)
Groups of 10 male and 10 female CRL:CD-1(ICR)BR mice wers fed diet

containing 0, 4, 40, 120, 240 or 480 ppm (equivalent to 0, 0.75, 7.5,
23, 46 or 91 mg/kg/day respectively) for 13 weeks.
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3.2.

At 480 ppm, there were no untoward clinizal signs. Body weight gain
was reduced by 10-13% in males compared to controls between weeks 8
and 12. A mild reduction in total white blood cells, lymphocytes,
monocytes and neutrophils, together with a mild but significant
increase in creatine kinase, were seen in female micae only. Liver
weights relative to body weight were significantly increased in males
and females (by 19% and 14% respectively) compared to controls.
Centrilcbular hepatocyte enlargement in the livers of males and
females, and focal degeneration of the panniculus carnosus muscle and
cellulitis in males only were observed histopathologically.

At 240 ppm, body weight gain was reduced by 10-15% in males compared
to controls between weeks 7 and 13. A mild reduction in total white
blood cells, lymphocytes and monocytes, together with a mild but
significant increase in creatine kinase, were seen in female mice
only. Liver weights relative to body weight were significantly
increased in males and females (by 12% and 18% respectively) compared
to controls. Focal degeneration (mild to moderate) of the panniculus
carnosus muscle in males only was cbserved histopathologically.

At 120 ppm, focal degeneration of the panniculus carnosus muscle in
males only was observed.

No treatment-related effects were seen at 40 ppm or below.

The no observed effect level (NOEL) for the combined sexes was
40 ppm, equivalent to a daily intake of 7.5 mg/kg/day.

The no observed adverse effect level (NOAEL) was 120 ppm, equivalent
to a daily intake of 23 mg/kg/day.

Dog 28-day :ango-!inding'ltudy (Appendix 8)

Groups of 1 male and 1 female Beagle dog were initially dosed at 5,
20, 60 and 120 ppm by dietary admixture. The dose levels were then
increased and the study extended due to the absence of evident
toxicity according to the table detailed cverleaf. Achieved intakes
in mg/kg/day are indicated over each time periocd.

N o — ]
Achieved intakes (mg/kg/day)
Group Dose (ppm) Males Females
R

1 S (1 week) 0.15 0.17
230 (4 weeks) 7.22 8.08

2 20 (2 weeks) 0.54 0.52
460 (4 weeks) 12.47 7.99

3 60 (2 weeks) 1.47 1.40
460 (4 weeks) 12.47 7.99

4 120 (4 weeks) 3.55 2.85

o R
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3.2.10

At 460 ppm, tremors were noted in all animals, ataxia in 2/2 males,
and vomiting in all dogs (for the first three days). Reduced food
consumption and body weight loss (11-17%) were also noted in all
animals. Increased levels of fibrinogen, alkaline phosphatase and
cholesterocl were also noted in these animals.

At 230 ppm, body weight lcss (7-9%) was noted in both animals.

No other effects were noted and the no effact level was, therefore
120 ppm.

Dog 1ll-day range-£finding study (Appendix 9)

One male and 1 female beagle dog were initially dosed at 250 ppm
RU 58753 in the diet for 4 days, followed by 200 ppm for a further 7
days.

On day 1 both animals ate a full 400 g ration and the achieved intake
was, therefore, c. 10 mg/kg body weight. The female showed tremors
and following 3 further days administration at this level both
animals were losing weight with food consumption oscillating between
c. 100 and 400 g on alternate days.

On day 5 the dose level was reduced to 200 ppm. No further clinical
signs were seen and food consumption in both dogs returned to
400 g/day, thus giving an achieved intake of c. 8 mg/kg/day.

250 ppm was not well ctolerated whilst a reduction to 200 ppm
(c. 8 mg/kg/day) allowed tolerance over the remainder of the study.

Dog 90-day repeat dose study (Appendix 10)

Groups of 4 male and 4 female beagle dogs were treated by dietary
admixture at 0, 16.5, 55 or 220 ppm (equating to 0, 0.6, 2.0 and 7.9
mg/kg/day for the combined sexes) for at least 92 consecutive days.
An additicnal two male and two female dogs were maintained at 0 or
220 ppm for 92 days and wers then kept off-dose for 4 weeks to assess
the reversibility of noted effects. Control animals received plain
diet.

At 220 ppm, tremors were seen in 5/6 male and 6/6 females during the
first week of treatment and then occasionally to week 7 in males and
the end of treatment in females. Vomiting was noted in 3/6 females
in week 1 only. Body weight gain was reducsd by approximately 7% in
males over the course of the study. Food consumption was very
slightly reduced in both sexes in the first week of treatment. A
mild but statistically significant increase in alkaline phosphatase
was noted in females at weeks § and 13, this response had returned to
normal following the regression period. _

No treatment-related effects were noted at the intermediate (55 ppm)
or low (16.5 ppm) dose level.
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The no observed effect level (NOEL) for both sexes was 5SS ppm
technical SN, squating to 2.0 mg/kg/day for the combined sexes.

4 DOSE LEVEL PROPOSALS BASED ON SUBACUTE AND SUBCHRONIC RANGE-FINDING
STUDIES

The low dose levels have been selected for each species on the basis
of the following criteria. This product is expected to have nil
residues in the in-use situation as it is directly applied to the
soil and has minimal foliar uptake. On this basis the low dose
levels have been set at levels predicted to provide clear no-effect
lavels and to be close to the limit of detection in test animal diet
without compromising reproducibility and homogeneity of mixing.

The high doses levels are based on the estimated maximum tolerated
dose predicted from the 90 day repeat dose studies.

The intermediate dose approximates to the midpoint of high and low
doses in each casa and also takes into account the predicted no
effect levels from the 90 day studies.

The rationale for the selection of dose levels for each of the
studies is presented in detail as follows :-

i) Combined rat chronic and oncogenicity study - Section 5
ii) Mouse oncogenicity study - Section 6
iii) Dog chronic toxicity study - Saction 7

A summary of the proposed dose levels (Table 2) is presented below.

Table 2
Proposed dose levels for the chromic toxicity and carcinogenicity
studies

O ——— A — ——

Species
Rat Mouse Dog
Dose ppm | *(mg/ky) | ppm | *(mg/kg) ppm * (mg/kg)

N

High 100 (s) 300 (30) 220 (7.3)

Intermediate 20 (1) 30 (3) 36 (1.2)

Low 4 (0.2) 3 (0.3) 6 (0.2)
- o

» Predicted achieved dose level of mg SSEEEE/kg body weight/day over
the dosing periocad. )
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S DOSE LEVELS FOR THE RAT COMBINED CHRONIC TOXICITY AND CARCINOGENICITY
sTupY OoN SEINEP (STUDY NUMBER TOX 94359)

Dose levels of 0, 4, 20 and 100 ppm have been selected for the
combined rat chronic toxicity and carcinogenicity study on the
following basis :-

a)

b)

c)

100 ppm, as a high dose level, is predicted to equate to
approximately 5 mg/kg/day over the chronic period. This dose
level, in the subchronic study, resulted in the death of one
female during week 5, after exhibiting signs of severe hyper-
reactivity and twitches. (In the 28-day study, two females
died following treatment at %0 ppm.) Intermittent hyper-
reactivity was seen in all other females in the subchronic
study. Body weight gain was reduced in males (by 11%
compared to controls after 4 weeks) and females (by 7%
compared to controls in week 1 only). Relative liver weights
were increased in females (by 10% compared to controls) and
there was an increase in the number of renal hyalin droplets
in males only. All effects were shown to be reversible. Due
to the steep dose response curve of the test material (only
a slight body weight effect was seen at 50 ppm) and the
knowledge from the subacute study that a higher dose level
would almost certainly result in an unacceptable level of
female mortality, it is considered that 100 ppm should be
employed as a high dose level: the effects seen initially
during the 90 day study will most probably be repeated (with
a lessening in severity as the study progresses).

4 ppm, as a low dose level, is predicted to equate to approx-
imately 0.2 mg/kg/day. This dose level iz expected to be a
clear no effect level and provides satisfactory margins of
safety in the predicted nil residue asituation. It also
equates to the low dose level in the mouse and dog chronic
studies.

20 ppm, as an intermediate dose level is predicted to equate
to approximately 1 mg/kg/day. This dose level provides a
factor of 5 between high and low dose levels and, on the

" basis of the subchromic study, is predicted to provide a

clear no effect level.
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§ DOSE LEVELS FOR THE MOUSE ONCOGENICITY STUDY ON (P (STUDY
NUMBER TOX 94360)

Dose levels of 0, 3, 30 and 300 ppm have been selected for the mouse
oncogenicity study on the following basis :-

a)

b)

c)

300 ppm, as a high dose level, is predicted to equate to
approximately 30 mg/kg/day. It is predicted to be the MTD on
the basis of the results of the 30-day repeat dose study in
the mouse and in an earlier study where deaths were cbserved
at 480 ppm and above.

In the 30-day mouse study, dose levels of 240 and 480 ppm
resulted in reduced body weight gain in males (during weeks
7 to 13), mild but significant reductions in white blood cell
parameters and a mild but significant increase in creatine
kinase in females only, increased relative liver weights in
both males and females of up to 13% compared to controls, and
centrilobular hepatocyte enlargement at tha high dose only.
The chemical pathology and histopathology findings occurred
with a shallow dose response in this study, particularly
since the finding of focal degeneration (minimal-moderate) of
the panniculus carncsus muscle, in male mice only, was seen
at 120, 240 and 480 ppm. It is possible that this was caused
by increased fighting early in the study, since these
findings are indicationa of earlier damage through the skin
which is repairing. There was no aevidence of such effects
in-life, although animals were group housed. A dose level of
300 ppm, between the two main effect levels, was therefore
selected since this was estimated to equate to the MID over
the chronic period.

3 ppm, as a low dose level, is predicted to equate to
approximately 0.3 mg/kg/day. This dose level is expected to
be a clear no effect lavel and provides satisfactory margins
of safety in the predicted nil residue aituation. It also
equates approximately to the low dose levels in the rat and
dog chronic studies.

30 ppm, as an intermediate dose level is predicted to equate
to 3 mg/kg/day. This dose level provides a factor of 10
between high and low dose levels and, on the basis of the
subchronic study, is predicted to provide a clear no effect
level.
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7 DOSE LEVELS FOR THE DOG CHRONIC TOXICITY STUDY ON SEMJEMM® (STUDY
NUMBER TOX 94358)

Dose levels of 0, 6, 36 and 220 ppm have been selected for the
chronic toxicity study in the dog on the following basis :-

a)

b)

c)

220 ppm, as a high dose level, is predicted to equate to
approximately 7.3 mg/kg/day over the chronic period. This
dose lavel in the subchronic study caused tremors in 11/12
dogs and vomiting in 3/6 females during the first week of
treatment. Other effects noted included increased alkaline
phosphatase in females at weeks 6 and 13 and a decrease in
male body weight gain of 7% over the course of the study.
Due to the steep dose response curve of the test material it
is considered that a higher dose levael could not be tolerated
during the initial montha of the study. It is expected that
the overt signs of toxicity at this dose level will lessen
during the course of the study.

6 ppm, as a low dose level, is predicted to equate to
0.2 mg/kg/day. This dose level is expected to be a clear no
effect level and provides satisfactory margins of safety in
the predicted nil residue situation. ’

36 ppm, as an intermediate dose level is predicted to equate
to 1.2 mg/kg/day. This dose level provides a factor of ¢
between high and low dose levels and, on the basis of the
subchronic study, is predicted to provide a clear no effect
level.



D Agrkvo

14 (23)

Page

A company of Hoachst and Schering

109338 A3rriqeietred eq 031 paxeptsuod pue ATuo }y8em 3Isxr3 Hurinp uees sIDVFIY = .
pesesxoeq = [}
309330 pejeler-jusmivsxl] ON = 8N
t Kex
— L
ABojoyied I100ISOLI W
EL] EL] E L] N - E || 3N m m - pue 2ydodsoscey
N an an ] - m n an EZ] - si1ySjen ueBio —
T N IN ET] - ET] n n m - sysAjeusn —
N ET] an an - EL] E ET] E] - AJysimaysog —
ET] T N In - N N an N - ABojo3ewany —
- t t ET] an 1 EL] ET ET] - »U0 | 1deNnsEUcd PooJ
- utebt utest EL] ET] utely ET) n ET] - »34B1an Apog
e3YJJout yIJowosyd
‘suot1Jediuod SUO 1 13WIIU0I
J1u04Ys 'siowann 31UoIyd ‘sJowaly
S YUNRELEXNEL 1] AyiAagyoeassadAy n m - *A3 1AL 100 JadAR n m m - suB)s 1921U) )
9/9 9/2 9/0 9/0 9/0 9/0 9/0 9/0 9/0 9/0 A1 181500 —
(Aep/6x/08)
- 2°8 82 oL - 0°¢l 0°6 62 [ } - NVIUE perdyaIy
ost 06 111 [ ]3 0 ost 06 ot ot 0 (wad) jaAa} asoq
.
S3jewd 4 sayeN

XaNliS ONIARIA-ADNYM XVvd-8T LV

! oEENR

1 XIaNzaav




§p AgrEvo

A company of Hoechst and Schering

15 (23)

Page

pasonpsy = 1
109330 peje[or-juscurivex) oN = 3N

+ Kox
(09) 1 (0zz pue 0O11) 1 utreb aybSyem Apod
an 3N uot3idimsuod poojd

(09) A3taraIoeaxxadAH

(0zZ) ®oyD>3ITMI ’(0ZZ) SIOWSIXI
’(0ozz pue o11) A3tarioesaxedAny

subte TeOTUIrd _

- - Katielaon

(Avp/6/5m)

8°L 1°6Z pue L €1 oYPIUT PeAsTYOY

09 0ZZ pue Q11 (wdd) teAst esoqg
sOTeR

soTews

XA0LS DNIGNIZA-3DNVE xva vt vz : G

T XIOQN3:4a4v




¢ AgrEvo

16 (23)

Page

A company of Hoechst and Schering

(810x13U0D0 03 paxedwod § pajleroOoEsE YITM) 3831287
(81013000 03 paredwod § poleTOOSse YITM) 88eaIdul

309330 ﬁouddwhuuﬂmﬁuwwuu ON AN
: Aoy
gyetdoxp
AN aN AN 3N - | 8N 3N SN - ourteiy teusy
- ABotoyjedoastH
AN aN - - - aN N - - - uotssexboy -
10711 AN HN an - AN AN N 2N - a)m €1 - sjubrem
I0ATT Oatleroy
aN AN N AN - 3N AN AN 3N - Adoogowteyaydo
3N aN AN aN - aN aN an 2R - sysAteuran _
N aN aN ) - aN 3N N aN - K13sweyootg —
an AN aN aN - aN aN aN AN - ABotojeweey _
1 Jus . . . .
-xeddy | an an aN - t N N an - uoradumsuod 1e3eM
anN 3N 3N AN - 3N 3N an 3N - uotidumsuod pood
(Atuo (g309m
T YS9m) ¥y 1913e)
(RLT) 1 AN AN 3N - £344X (L)1 N 3N - uyeb jybrem Apog
0z/t oz/o | ot/o | ot/o0 | oz/0 0Z/0 oz/0 | ot/o | ot/0 | oz/0 gaydITAY
oz/0z | oz/o | ot/0 | ot/0 | 0z/0 0z/0 oz/0 | ot/o | or/0 | oz/0 | A3tAaraIoeexxediy
subte 1eorutTld
ot/t ot/o0 | ot/0 | ot/0 | ot/0 0z/0 oz/o | ox/o | ot/o0 | oz/0 Kayreazon
(Kep /6y /bm)
0°8 v 0°z 9°0 0 0L 9'¢ 8°1 9°0 0 o)eluy peAeTyoy
| oot 0s 14 8 0 001 0S ST ] 0 {wdd) tea®1 e®OQ
sateway. 89TeR

X40ls 2SO0A LVAIXYW XVdA-06 Ivy @

£ XIAN34davy




P AgrEvo

A company of Hoechst and Schering

17 (23)

Page

J0e330 polwiex-juewivarl oN = AN

: Key
" -
AN AN AN AN - AN AN AN an - sbutpur3y oydodsorotwm
—_ Jot1doosoxoen
N AN aN AN - N 3N AN aN - saybyem uwbao
an N uzv AN - an aN aN aN - ABotoleweeH
. 3N 3N aN 3N - N aN aN 3N - uotjdumsucd pood
dN AN SN AN - HN AN N 2] - aybrem Apog
aN aN an N - AN AN 8N AN - subts [eOTUTD
9/t | 9/0 | 9/0 | 9/0 | 9/0 | 9/0 [ 970 | 970 | 970 | 9/0 A3treazon _
{Aep/by/bw)
__ 6°2¢ | 0%z €8 9°¢ - 6'€Z | L'9T | 6°S 0°2 - 9)P3UT PeASTUDY
= 0z1 06 o€ 0t 0 0zt 06 o€ ot 0 (wdd) 1eae1 esog
= gserewag sOTER _

(XA0LS 1SWI4) DNIGNIA-NDNYM Xvd-8z asnom : YNEREER

¥ X1AR344aV




§» AgrEvo

s

18 (23)

Page

A company of Hoechst and Schering

ogeardeq = 1
esEaIdUl = ]

109330 peje(ei-juswiesIl oN = HN

: Kex
AydoaxjyxedAy I9ATT -
AydoxaxzadAy zeynyreocojedsy - aetnyrecoledey - a6uTpury OTJODBOIDIN
AN aN - an N - sburputr3 oydoosoxdoeRr —
IOATT| 2OATT| - IOATT| IOATT| - saybrem ueb10 —
AN AN - N N - ABotoyeuseH
AN 3N - AN 3N - uotydumsuoo poos
(ocL)
AN an - {096) 8801 ureby - aybtem Apog
(0zt) weaoudsdp
‘burrizels (096)
N ‘gIowa1, - sI0WaLL AN - subis TeOTUTLD
9/t (ozL) 9/% 9/0 (096) 9/t 9/0 9/0 Karyeaxon
(Kep/63/bw)
6°111 L P9T/¥% EL - 0°G6ST/1°88 ¥ SZT/LLY - eYRIuy PIAITUYOY
08¥ ozL/o¥Z o 096/08¥ ozL/0%Z ] (wdd) teaey esoq
_
satewsd BOTeH

(XRANLS GNODAS) XANLS DNIGNIA-¥ONVH xvd-8z asnox : D

S XIQN3dav




¢ AgrEvo

A company ot Hoschst and Schering

19 (23)

Page

pesesxdul = ]

H %Lﬂ
o ]
| | ureb ybrem Apod
| | uotydumeuoo pooa
Katat1ioe pasdaxdoulx gI0wsx] ' subts tesTuT)
- - A3rrerxon
SOT 98 (Kep/By/bw) ©YRIUT POASTYDY
111} " 00% (wdd) t(ea®y ®80Q
LA R
soTeway 893TeR

AANLS DNIGNIA-TORVR Xvd-$T 2SNON : YAl

9 XIGNX44Y




'

§® AgrEvo

20 (23)

Page

A company of Hoechst and Schering

93eI8pOR = POR (870x3U0D JO § pejerdOoBEE Yitm) Oseaidsq = t
TPUTUTH = UIW (81013U0D FO § POIWTOOSEE YITAM) OsvarduUy = |
109338 jueorzytubre Afreorastiels = » 309339 pejelex-juemiesxl) ON = AN
t Key
- N
pow-utw SNEOUIE) NIND
01/0 oL/0 0L/0 oL/0 oL/0 ot/0 oL/L oL/2 ol/2 ot/0 oL/0 ot/o -juued jo wojy
-sJsuelep 19304
0i/0 oL/0 01/0 oL/o 01/0 oL/0 oL’y oL/o oL/0 o1/0 oL/0 oL/0 $1311119)
Juswed e jue
pow.uw : pow-uie #34301edoy
I oz ot/0 oL/0 oL/0 oL/0 otL/0 oL/6 oL/0 oL/0 oL/0 otL/0 oL/o Je o) {3e)
ABojoyyedoisin
BN
(617911 (C118]] n N n - (¢ 713 ]] (X214 m E ] m - JOAL) sApIN 9y
P11 it ET] ET] ET] - T ET] n wn N - aswuly SULINS)
Anisywepoig
T EL] EL] N N - aw N - m E] m - 81 jydosanen
«PYiwg wP11wt E L] awn an - ] n mn n E ] - $93430U0H
»P1 1wt RATL] n m n - n n n m m - s91430ydmd )
sPitwt Pl wn n EL] - n E ] n n n - 90 1910)
ABO OI10W0eN
Qs)t n n ET n - E ] mn n E ] wn - U0 | JAESUOD poo 4
@L-8 (€1-2
syIMm) syoon) .
EL ] n n an n - 1¢18]] (XS4 » E ] E ] - uje8 yBjan Apog
I T an N an - N an E] m E ] - 19 1924u}1)
oL/0 0L/0 0L/0 oL/0 oL/0 oL/0 oL/0 oL/0 oL/0 oL/o 0170 oL/0 Arjywrson
(Awp/By
201 11 92 6'8 98°0 0 (] 0% o 0’9 £9°0 0 aEIu} peARiyIY
087 072 0zl 07 Y 0 08y 072 ozt oY Y 0 (wdd) 1sas) esog
___
SI|ewI 4 SI 108

,

Xa01s 3500 ILVIINY XYA-06

ASNON

L XIANX44vY




§» AgrEvo

A company of Hoachst and Schering

21 (23)

Page

1093739 pelRTOl-]IUOUIBEI] ON = 8N

peswexdeq = 1
peseexdur = i

1 Koy
SRR
aN (09%) | {09%) | an N (09%) | (09¥%) | aN 1ox93BRTOYD
esuvivydsoyd
an AN AN AN aN (09%) | (09%) | N SUTTYNTY
aN (09%) | {09%) | 1] an (09%) | (09%) | AN usbourxqrd
Kxayegmweydord

AN aN AN AN AN aN AN an ABoT103%wWevH
aN {09%) 1 (09%) 1 AN N (09%) 1 (09%) 1 1) | uo13dumsuod pood

(09%) {09%) (0€z) "~ (09¥) (09%) (0£z)
AN sg01 ssot 8801 N gg0] sgo1 ss01 aybtem Apog
3N AN SN AN AN /1 1/t an vyXRIY
an o/t N N aN /1 T/t 3N fur3won
aN "/t 3N aN 2N T/t 1/t AN saowexy,

(09%) . (09¥) (09%) subys peotutrld
1/0 1/0 1/0 1/0 1/0 1/0 /0 /0 KA3rreraon _

66°L 66°L 80°8 LYz Ly Z1 e L (Avp/63/6u)
S8°C /¥ 1 /25°0 VA SS € /L1 /¥5°0 /6t1°0 oVIUT POASTUDY
0zt 09%/09 | 09%/0¢2 0EZ/S ozt 09%/09 09v/02 0t€e/s (wdd) teaey esog

-
gatewaa B TPR

XaNlLS HNRIANIZ-ZONYE XV¥a-87 Hoa

: S

8 XIaN33dav




§» AgrEvo

A company of Hoechst and Schering

22 (23)

Page

peonpey = !

J0e339 pelviex-jusunwexl oN = 3N

3N AR sSutpuil ordoosoxowN
AN 3N saybren uwbzo
(05z) ssoq] (06Z) ssO1 ybyea Lpod
(0sZ) 1 (0S2) 1 votidumsuod pooa
{1134 nwgouh AN gsubis (eOTUILD
- - A3ytelaon

(wdd 00z) 8 (mdd 00zZ) 8 (Avp/6y/6m) exe3uy uo»oBoc_

siep (L 103 002
siep ¥ 103 QSZ

gkep ( 103 002

gfep » 103 0SZ .

gotewag

soTen

e e——

{wdd) teA®T e80Q

AGNLS DNIAGNIA-EPNYR xvd-0t poa @ SN

€ XIOR3a4v




23 (23)

¥661 12quadad 6
SS1°6250\AAS
MN/SST/HO/USAR

. egesldeq = 1
109339 POIVIO1-IUOWIVEI] ON = 3N

: Koy

Page

S S

Kbotoyied oydoosoxdtm

AN N N - .|| N 3N = % oydoomozown
aN Er an - AN AN BN - ybyem uvb10 —

aN IN aN - 3N an AN - Aydexborpaenoxioeta

an AN AN - N aN AN - Adoosowteyiydo

3N anN 3N - AN an 3N - votssoxboy

€T ‘9 )ym
asejeydsoyd

surTeqIY] - 3N - an AN an - Ax3stweyoorq

an aN aN - aN aN 8N - ABotorewouy _
A1uo Atuo 1 ym

T 3m 1 aybr1s an .0 - t ubr1s an an - voT3dENEUod Poos

an 3N AN - 1L uteb) qN N - aybyen Apog —
9/¢€ 9/0 9/0 9/0 9/0 9/0 9/0 9/0 Butratwos
9/9 9/0 3/0 9/0 9/s 9/0 9/0 9/0 sIoWo1],

. subye TeOTUTL)

9/0 9/0 9/0 9/0 9/0 9/0 9/0 9/0 Kayrelzon

~ (Kep/by/buw)

wdd 0zz pue GG ‘G 9T 1¢ HSOXOE POUTGWOD IO0F 6°L Pue 0°Z °‘9°0Q 8)VIUT POASTUOY

0zz SS S° 91 0 1144 S5 5°91 0 (mdd) yeast esog
gsoyewag goTeR —

e T

A company of Hoechst and Schering

§D AgrEvo

AANLS ASOA 1YAANY XV¥dA-06 Hod : SEMEENAEE

01 XIaN3dav




Triage of 8(e) Submissions

Date sent to triage: @ CAP

Submission number: /330L‘/A' TSCA Inventory: Y N

Study type (circle appropriate):'
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
Group 3 - Elizabeth Margosches (1 copy each)

@"a@ CTOX EPI RTOX GTOX
¥,

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO. MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire document: 0 @ 2 pages ( : pages

Notes:

Contractor reviewer : :)’ = ' pate: [[14[96
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H

Acute oral toxicity is of high concern based on a calculated LDg,, of 20 mg/kg in rats.

oA 1 igh

Subacute dietary toxicity is of médiunt concern based on lethality in rats (6/sex/dose) exposed
to diets containing 0, 10, 30, 90 or 150 ppm (equivalent to 0, 1/1, 2.9/2.8, 9.0/8.2, and 15.0
mg/kg/day in males/females, respectively) for 4 weeks. Mortality and corresponding doses
(ppm) were 0/12 (10, 30), 2/12 (90) and 6/12 (150). Clinical signs included hyperactivity
(290), tremors and chronic contractions (150).

M - . ’

Subacute dietary toxicity is of medium concern based on the results of 2 studies in mice.
Mice (6/sex/dose) were exposed for 28 days to doses of 0, 10, 30, 90 or 120 ppm (equivalent
to 0, 2.0/2.6, 5.9/8.3, 16.7/24.0 and 23.9/32.9 mg/kg/day for males/females, respectively).
There was 1 death in the females at the high dose. The NOEL was 120 ppm. In the second
study, mice (6/sex/dose) were exposed to 240 ppm for 4 weeks, and 720 ppm for 4 more
weeks; a second group (males only) was exposed to 480 ppm for 4 weeks, and 960 ppm for 4
more weeks; a group of females was exposed to 480 ppm for 8 weeks. The ppm equivalents
(mg/kg/day) for males/females were: 240 (47.7/73.4), 480 (88.1/111.9), 720 (125.4/164.7) and
960 (155.0). Mortality and corresponding doses (ppm) were 0/6 (240/720, males), 1/6
(480/960, males; 480, females) and 4/6 (240/720, females). Clinical signs included tremors
(720, females; 960, males) and dyspnea (720, females); histopathology included hepatocellular
hypertrophy (all doses).

M

Subacute dietary toxicity is of medium concern based on neurotoxicity in dogs (1/sex)
exposed to 250 ppm (10 mg/kg/day) for 4 days and 200 ppm (8 mg/kg/day) for 7 more days.
Tremors were observed in the female dog at 250 ppm.

L

Acute dermal toxicity is of low concern based on an estimated LDy, > 2000 mg/kg in rats.
L

Dermal irritation is of low concemn based on no irritation in rabbits.

L

Ocular irritation is of low concern based on no irritation in rabbits.




L

Dermal sensitization is of low concem based on no evidence of sensitization in guinea pigs.

%W\ @o/ LA\

Subacute dietary toxicity is of 152' concern based on no mortality in rats exposed to 60 ppm
(females, equivalent to 7.8 mg/kg/day), 110 and 220 ppm (males, equivalent to 13.7 and 29.1
mg/kg/day) for 14 days. Clinical signs included hyperactivity (all doses), tremors and
twitches (220 ppm).

L
Subacute dietary toxicity is of low concern based on no mortality in mice exposed to 400

ppm for 14 days (equivalent to 86 and 105 mg/kg/day in males and females, respecttvely)
Clinical signs included tremors (males) and hyperactivity (females).




